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1. A method of preparing a phenotypically antibiotic-

resistant subpopulatidri of stationary phase bacteria

comprising at least tha steps of

:

(i) growing a bacterial culture to stationary

phase;/ and A
(ii) treating said Stationary phase culture with

one or more antibacterial\ agents at a concentration and

for a time sufficient to kill growing bacteria, thereby

selecting a phenotypically\ antibiotic-resistant

subpopulation . \

2 . A method as claimed in claim 1 wherein said

antibacterial agent isAselected from the group

consisting of: rifampickLn, kanamycin, ampicillin and

pyrazinamide . \

3 . A method as Claimed in claim 1 or 2 wherein said

antibacterial agentVis used at a concentration of 25 to

150/xg/ml with bacteria present at a concentration of 10 5

to 10 9 bacteria/ml. \

4 . A method as claimed ira any one of claims 1 to 3

wherein said bacteria are Staphylococcus aureus,

Eschericia coli, HaemophilusKinfluenzae, Streptococcus

pyogenes, Streptococcus gordohJ-i or -Mycobacterium

tuberculosis . \

5. A method as claimed in any one of claims 1 to 4

wherein said bacteria are Mycobacterium tuberculosis and

said antibacterial agent is rifampi<cin.

6 . A method as claimed in any one o£, claims 1 to 4

wherein said bacteria are Eschericia coli and said

antibacterial agent is kanamycin. \
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_r7_ A—me'thon- as clTTimed
-
in any one of claims 1 to 4

wherein said bacteria are Staphylococcus aureus and said

antibacterial ^gent is ampicillin

.

8. A phenotypically ant ibiotic - resistant subpopulat ion

of stationary phasa bacteria, obtainable by a method as

defined in any one of claims 1 to 7.

9. A process for assessing the antibacterial activity

of a test compound or aVent or for isolating a compound

or agent having antibacterial activity against

stationary phase bacteria \comprising the steps of:

(i) preparing a phenotrypically antibiotic-resistant

subpopulation of stationary phase bacteria according to

the method defined in an one (of claims 1 to 7;

(ii) incubating a sample cof said phenotypically

resistant subpopulation with on\ or more test compounds

or agents; and
(iii) assessing any antibacterial effects against

said phenotypically resistant subpopulation and

optionally isolating a compound or agent . exhibiting

antibacterial activity

.

10. A process for preparing an agent or compound having

antibacterial activity Vgainst stationary phase bacteria

wherein said agent identified .according to the process

defined in claim 9 is/amp^TfTed)

11. An antibacterial ^gent identified or prepared

according to the process\def ined in claim 9 or 10.

12 . A chemical compound which exhibits antibacterial

activity against a phenc^ftypically antibjjot^—resi^tant

subpopulation of bacteria\as defined ik claim.
j

13 . A composition comprising an antibacterial agent or

chemical compound as defined in claim 11 or 12 and a
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harmac.eutica\ly acceptable excipient or diluent.

14. A formulation comprising at least one antibacterial

agent having actiVity against actively growing bacteria

and at least one antibacterial agent or chemical

compound having activity against a phenotypically

antibiotic-resistant\subpopulation of stationary phase

bacteria as defined in claim. 12 or 13 wherein said

formulation is presented as a combined preparation for

simultaneous, separate sequential use in the

treatment of a bacterial\infect ion

.

IB. An antibacterial agen& or chemical compound as

defined in claim 12 or 13 foor use in the treatment of a

bacterial infection.

16. Use of an antibacterial ag^tnt or chemical compound

as defined in claim 12 or 13 in tshe preparation of a

medicament for the treatment of abacterial infection

17. A method of treating of a bacterial infection

comprising administering to a patient Yin need of such

therapy an effective amount of an antibacterial agent or

chemical compound as defined in claim 12vor 13.

18. A method as claimed disclaim 17 further comprising

administration of one or nlAr^ antibacterial agents

directed towards actively growing bacteria.

19. A formulation, agency compound, use of method as

claimed in any one of claimyl4 to 18 where said

bacterial infection is characterized by a subpopulation

of persistent bacteria which may enter a dormant phase

after infection.


